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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 

2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-5 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1-5 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

Status of the Claims 

1 . Claims 1-5 are currently pending. This is the first Office Action on the merits of the 
claim(s). 

Priority 

2. Applicant's claim for the benefit of a prior-filed international application 
PCT/JP04/19717 (filed on 12/22/2004) under 35 U.S.C. 1 19(e) or under 35 U.S.C. 120, 121, or 
365(c) is acknowledged. The effective filing date of the instant application is 12/22/2004. 

3. Acknowledgment is made of applicant's claim to Japanese patent application 2004- 
007955 (filed on 01/15/2004) for foreign priority under 35 U.S.C. 1 19(a)-(d). The priority date 
of the instant application is 01/15/2004. 

Claim Rejections - 35 USC § 112 (1 st paragraph) 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

5. Claims 2-4 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for therapeutic agents for low-HDL cholesterolemia or arteriosclerosis, 
does not reasonably provide enablement for prophylactic agents for cholesterolemia or 
arteriosclerosis. The specification does not enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to use the invention commensurate in scope 
with these claims. 

6. In re Wands, 858 F.2d at 736-40, 8 USPQ2d at 1403-07, set forth eight factors to be 
considered when determining whether there is sufficient evidence to support a determination that 
a disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is "undue." (MPEP § 2164.01(a)) 

a. The breadth of the claim: Claims 2-4 are drawn to probucol spiroquinone, 
probucol diphenoquinone, probucol bisphenol, or salts thereof, that possesses therapeutic 
or prophylactic faculties. 

"Prevent," "prevention," and "prophylaxis" are potent terms implying that the 
method of prevention, or a prophylactic agent will necessarily prevent low-HDL 
cholesterolemia or arteriosclerosis from occurring following administration of the 
prophylactic agent in every subject that receives the agent; 

b. Nature of the invention: The nature of the invention is a probucol derivative 
which can stabilize ABCA1. The probucol derivative can be used to treat low-HDL 
cholesterolemia or arteriosclerosis; 

c. The state of the prior art: Probucol has been demonstrated to be therapeutic for 
atherosclerosis (a form of arteriosclerosis) (Tardif, et al., Current Opinions in Lipidology, 
2003, "Conclusions") and cholesterolemia (Matsuzawa et al., American Journal of 
Cardiology, 1988, abstract). The art is silent with respect to probucol or its derivative 
preventing either arteriosclerosis or cholesterolemia; 
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d. Level of one of ordinary skill in the art: An ordinarily skilled artisan would be 
physicians or scientists investigating cardiovascular disorders. The level of skill would 
be high; 

e. Level of predictability in the art: Probucol and its derivatives are known to be 
therapies for arteriosclerosis and cholesterolemia; 

f. Amount of direction provided by the inventor: Applicant describes the 
mechanism by which probucol affects the HDL cholesterol synthesis pathway in which 
the probucol derivatives stabilize ABCA1 to increase generation of blood HDL 
concentration, which slows the transport of LDL into the blood, thereby "prophylactically 
acts on arteriosclerosis." (instant specification pg 15, lines 24-35); 

g. Existence of working examples: Examples 2-4 demonstrate that probucol 
derivatives can increase HDL production, in vitro, and in vivo. Applicant has not 
disclosed any examples of probucol derivatives treating or preventing arteriosclerosis or 
cholesterolemia; and, 

h. Quantity or experimentation needed to make or use the invention based on the 
content of the disclosure: Applicants have demonstrated that probucol derivatives induce 
HDL synthesis, in vitro, and in vivo. These results agree with the prior art at the time the 
invention was made. The prior art also demonstrates that probucol and its derivatives are 
effective therapies for arteriosclerosis and cholesterolemia. Thus, although the instant 
specification does not provide any direction regarding the use of probucol or its 
derivatives to treat arteriosclerosis and cholesterolemia, there is sufficient guidance in the 
art to guide a skilled artisan to use the invention as therapy. However, this is not the case 
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with respect to prevention. The dearth of direction in the instant specification with 
respect to preventing arteriosclerosis and cholesterolemia is not compensated by the prior 
art. Indeed, Examiner found no instances in the prior art in which administration of the 
claimed compounds prevented arteriosclerosis or cholesterolemia in every patient 
receiving the drug. Undue experimentation would be required to use the invention as 
claimed. Therefore, the rejected claims are not considered to be enabled for a 
prophylactic agent by the instant specification. 

Claim Rejections - 35 USC § 112 (2 nd paragraph) 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

8. Claim 4 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing 
to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. Claim 4 recites "anti-Alzheimer drugs" as a drug with which a probucol derivative 
can be combined. It is unclear what an anti-Alzheimer drug is. If the Applicants' intention is for 
the probucol derivative to be combined with an anti-Alzheimer's disease drug, then Applicants 
should amend the claim accordingly. Such an amendment would overcome this rejection. For 
art purposes, Examiner interprets "anti-Alzheimer drug" to mean "anti-Alzheimer's disease 
drug." 
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Claim Rejections - 35 USC §102 

9. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent hi the United States. 

10. Claims 1-5 are rejected under 35 U.S.C. 102(b) as being anticipated by Stacker 
(International Application WO 02/04031, provided in IDS). 

1 1 . Claims 1-3 and 5 arc drawn to an agent selected from the group probucol spiroquinone, 
probucol diphenoquinone, probucol bisphenol, and salts thereof. Claim 4 is drawn to a drug 
comprising one of the above-mentioned probucol derivatives and at least one drug selected from 
the group of antidiabetes drugs, therapeutic drugs for complications of diabetes, antiobesity 
drugs, antihypertensive drugs, antihyperlipidemic drugs, diuretics, antithrombic drugs, and anti- 
Alzheimer drugs. Claims 2, 3, and 5 claim an intended use for the agent (low-HDL 
cholesterolemia, arteriosclerosis, or increasing blood level HDL, respectively). Disclosure of 
intended use in the preamble is not given patentable weight since the body of the claims fully 
and intrinsically set forth all of the limitations of the claimed invention (i.e. the probucol 
derivatives or salts thereof) (MPEP § 21 1 1.02(H)). 

12. Stacker discloses a probucol-derived bisphenol (pg 5, formula II). Since Stacker teaches 
the same compound as the claimed invention, it is assumed that the probucol bisphenol 
inherently stabilizes ABCA1. Stacker also discloses a pharmaceutical composition (i.e. a drug) 
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comprising the probucol bisphenol, and a co-antioxidant, which is an obesity drug. Therefore, 
Stacker anticipates all the limitations of the rejected claims. 

13. Claims 1-3 and 5 are rejected under 35 U.S.C. 102(b) as being anticipated by McLean, et 
al. (Lipids, 1994, provided in IDS). 

14. Claims 1-3 and 5 are described above. 

15. McLean, et al, teach probucol, probucol spiroquinone, probucol diphenoquinone, and 
probucol bisphenol (Fig 1). Although McLean does not teach that these compounds are ABCA1 
stabilizers, their ability to stabilize ABCA1 would be inherent. Therefore, McLean, et al, 
anticipate all the limitations of the rejected claims. 

Conclusion 

1 6 . Claims 1 -4 are rej ected. 

17. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Paul Zarek whose telephone number is (571) 270-5754. The 
examiner can normally be reached on Monday-Thursday, 7:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

PEZ 



/Rita J. Desai/ 
Primary Examiner, Art Unit 1625 



